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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
Application: 

1-198. (Canceled) 

199. (Currently amended) A pharmaceutical composition comprising: 
(i) a substrat e in th e form of bilaver vesicle m e mbran e surfac e comprising: 

at l e ast on e first surfac e building amphipathic substanc e s e l e ct e d from lipids and lipoids, 
capabl e of forming m e mbran e bilav e rs a phosphatidylcholine ; and 

at l e ast on e s e cond surfac e d e stabilizing amphipathic substanc e s e l e ct e d from surfac e 
activ e substanc e s, a nonionic detergent, wherein the nonionic detergent destabilizes the vesicle, 
and 

wherein a macromolecule is bound to the surface of the vesicle; and 

(ii) an aqueous [a] liquid medium , wher e in th e s e cond substanc e is mor e soluble than th e 

first substanc e in the liquid m e dium, and 

(ii) at l e ast on e third amphipathic substance s e l e ct e d from insulin, int e rferon, int e rleulcin, 
immunoglobulin and hormon e ; 

th e mol e cul e s of th e third substanc e associat e d with the substrat e ; 

wh e r e in th e substrate and th e at least on e third substanc e do not hav e opposit e charg e s; and 
wh e r e in th e composition is obtainabl e by st e ps comprising 

s e l e cting th e at l e ast on e first and th e at l e ast on e second substanc e , 

combining th e first and s e cond substanc e s in contact with th e liquid m e dium to form 

substrat e s, 

s e l e cting th e at l e ast on e third substanc e , 

addition of th e at l e ast on third substanc e to th e substrat e s pr e form e d by th e at l e ast on e 

first and th e at l e ast on e s e cond substanc e ; and 

allowing th e mol e cules of th e third substanc e to associato with th e substrat e. 

200. (Canceled) 
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201 . (Currently amended) The composition of claim 199 wherein the substrat e surface of 
the vesicle form e d by th e first and s e cond substanc e carry carries a net electric charge and 
wherein the third substanc e macromolecule carries a net electric charge, th e mol e cul e s of th e 
third substanc e associating with th e substrat e , and the net electric charge d e nsity of the substrat e 
surface of the vesicle and the net electric charge of the mol e cul e s associating with th e substrat e 
kaviftg -macromolecule have the same sign. 

202. (Currently amended) The composition of claim 199 wherein the substrat e s surface 
of the vesicle form e d by th e first and s e cond substanc e ar e isnegatively charged and wherein the 
third substanc e macromolecule is negatively charged. 

203. (Canceled) 

204. (Canceled) 

205. (Canceled) 

206. (Currently amended) The composition of claim 199 wherein the surfactant 
nonionic detergent is s e l e ct e d from th e group, consisting of a long-chain fatty acid; acids or a 
long-chain fatty alcohol; alcohols, aUcyltrim e thyl ammonium salts, alkyldimcthyl ammonium 
salts, alkylm e thyl ammonium salts, alkylsulphat e salts, monoval e nt salts of cholat e , 
d e oxycholat e s, glycocholat e s, glycod e oxycholat e s, taurod e oxycholat e s, taurocholates, acyl 
dim e thyl aminoxid e s, alkanoyl dim e thyl aminoxid e s, dod e cyl dimethyl aminoxid e , an alkyl-N- 
methylglucamide; m e thylglucamid e s, an alkanovl-N- methvlglucamide; m e thylglucamid e s, N 
alkyl N,N dim e thylglycin e s, 3 (acyldim e thylammonio) alkan e sulphonat e s, N acyl 
sulphob e tain e s, a polyethylen-glycol-octylphenyl ether; e th e rs, nonaethylenglycol-octylphenyl 
ether;[,] a polyethylene-acyl ether; e th e rs, a nonaethylen-dodecyl ether; e th e rs, a 
polyethyleneglycol-isoacyl ether; e th e rs, an octaethyleneglycol-isotridecyl ether;[,] a 
polyethylene-acyl ether; e th e rs , an octaethylenedodecyl ether;[,] a polyethyleneglycol- 
sorbitane-acyl ester; e st e rs , polyethvleneglvcol- p olv e thvl e nglykol 20-monolaurate; (Tw ee n 
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20)j polyethyleneglvcol p oly e thyl e nglykol 20-sorbitan-monooleate; (Tw ee n 80), a 
polyhydroxyethylene-acyl ether; e th e rs, a polyhydroxyethylene-lauryl ether; e th e rs, a 
polyhydroxyethylenemyristoyl ether; e th e rs, a polyhydroxyethylene-cetylstearyl ether; e th e rs, a 
polyhydroxyethylene-oleoyl ether; e th e rs, a polyhydroxyethylene p olyhydroxy e thyl e n 1 , or 6, 
or 8, or 10, or 12-lauryl ether; e th e rs (Brij s e ri e s), aBrij; Myrj 45; polyhydroxy e thyl e n 8 
st e arat e (Myrj 4 5), a polyhydroxyethylene-laurate; polyhydroxy e thyl e n laurat e s, a 
polyhydroxyethylene-oleate; polyhydroxy e thyl e n ol e at e s, polyethoxylated castor oil 40; 
(Cr e mophor EL), a sorbitan-monoalkylate; sorbitan e monoalkylat e s, sorbitane-monolaurate^,] 
an acvl-N- methvlglucamide; m e thylgluoamid e s, an alkanoyl-N- methylglucamide; 
m e thylglucamid e s, decanoyl-N-methylglucamide;[,] dodecanoyl-N-methylglucamide;[,] alkyl 
sulphat e s, alkyl sulphat e saltslauryl sulphat e , ol e oyl sulphat e , sodium d e oxycholat e , sodium 
glycod e oxycholat e , sodium ol e at e , sodium taurat e , fatty acid salts, sodium e laidat e , sodium 
linol e at e , sodium laurat e , lysophospho lipids, n octad e oyl e n e glyc e rophosphatidic acid, 
octad e cyl e n e phosphorylglyc e rol, octad e oyl e n e phosphoryls e rin e , n acyl glyc e ro phosphatidic 
acids, lauryl glyc e ro phosphatidic acids, ol e oyl glyc e ro phosphatidic acid, n aoyl 
phosphorylglycerol, lauryl phosphorylglyc e rol, ol e oyl phosphorylglyc e rol, n acyl 
phosphoryls e rin e , lauryl phosphoryls e rin e , ol e o lyl phosphoryls e rin e , n t e trad e cyl glyc e ro 
phosphatidic acid, n t e trad e cyl phosphorylglyc e rol, n t e trad e cyl phosphoryls e rin e , 
corr e sponding palmito e loyl , e laidoyl , vacc e nyl lysophospho lipids, and or a surface-active 
polypeptide polyp e ptid e s . 

207. (Currently amended) The composition of claim 199 wherein the nonionic detergent 
is _at l e ast on e first substanc e is a phosphatidylcholin e and/or a phosphatidyiglyc e rol and th e at 
l e ast on e s e cond substanc e is a lysophospholipid, a lysophosphatidic acid, m e thylphosphatidic 
acid, lysophosphatidylglyc e rol, lysophosphatidylcholin e , a partially N m e thylat e d 
lysophosphatidyl e thanolamin e , a monoval e nt salt of cholat e , d e oxycholat e , glycocholat e , 
glycod e oxycholat e , or a suffici e ntly polar st e rol d e rivativ e , a laurat e , myristat e , palmitat e , ol e at e , 
palmitol e at e . e laidat e or oth e r fatty acid salt and/or a polyethyleneglycol-sorbitan-acyl ester 
Tw e en , a Myrj-, or a Brij -type surfactant , a polyhydroxyethylene-8-stearate, a 
polyhydroxyethylene lauryl etherr -of-a polyethylene- glycol-octylphenyl ether, a nonaethylen- 
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glycol-octylphenyl ether, Triton, a fatty acid sulphonat e , sulphob e tain e , or an -N-glucamide or 
a sorbitan- sorbitan e -monoalkylate nonionic detergent surfactant . 

208. (Currently amended) The composition of claim 199 wherein the third substanc e 
macromolecule is a hormone. 

209. (Currently amended) The composition of claim 199 wherein the third substanc e 
macromolecule is insulin s e l e ct e d from human recombinant insulin or humanized insulin. 

210. (Currently amended) The composition of claim 199 wherein the third substanc e 
macromolecule is interleukin suitable for the use in humans or animals and is s e l e ct e d from th e 
group comprising IL-2, IL-4, IL-8, IL-10, and or IL-12. 

211. (Currently amended) The composition of claim 199 wherein the third substanc e 
macromolecule is int e rf e ron s e l e ct e d from interferon alpha, beta or and-gamma. 

212. (Currently amended) The composition of claim 199 wherein the third substanc e 
macromolecule is immunoglobulin (Ig) s e l e ct e d from IgA, IgG, IgE, IgD or IgM-l-gM. 

213. (Currently amended) The composition of claim 208199 wherein the hormon e 
macromolecule is calcitonin. 

214. (Canceled) 

215. (Canceled) 

216. (Canceled) 

217. (Canceled) 

218. (Canceled) 
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219. (Canceled) 

220. (Canceled) 

221. (Canceled) 

222. (Canceled) 

223. (Canceled) 

224. (Canceled) 

225. (New) A liposomal composition obtained by the method comprising: 

(i) combining a phosphatidylcholine, a nonionic detergent, and an aqueous liquid medium under 
conditions sufficient to make a bilayer vesicle, wherein the nonionic detergent destabilizes the 
vesicle; and 

(ii) allowing a macromolecule to bind to the surface of the vesicle. 

226. (New) The composition of claim 199, wherein the phosphatidylcholine is from soy- 
bean. 

227. (New) The composition of claim 199, wherein the nonionic detergent is a 
polyethyleneglycol-sorbitan-acyl ester. 

228. (New) The composition of claim 227, wherein the polyethyleneglycol-sorbitan-acyl 
ester is polyethyleneglycol-20-sorbitan-monooleate or polyethyleneglycol-20-sorbitan- 
monolaurate. 

229. (New) The composition of claim 199 wherein the nonionic detergent is a Brij-type. 
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230. (New) The composition of claim 199, wherein the nonionic detergent is a Myrj-type. 

231. (New) The composition of claim 230, wherein the Myrj-type nonionic detergent is 
Myrj-45. 

232. (New) The composition of claim 199, wherein the macromolecule is a protein. 

233. (New) The composition of claim 199, wherein the macromolecule is a 
polynucleotide. 

234. (New) The composition of claim 199, wherein the macromolecule is a 
polysaccharide. 

235. (New) The composition of claim 232, wherein the protein is an enzyme, an 
interferon, an interleukin, an immunoglobulin, or a hormone. 

236. (New) The composition of claim 232, wherein the protein is insulin. 

237. (New) The composition of claim 225, wherein the macromolecule is a protein. 

238. (New) The composition of claim 225, wherein the macromolecule is a 
polynucleotide. 

239. (New) The composition of claim 225, wherein the macromolecule is a 
polysaccharide. 

240. (New) The composition of claim 237 wherein the protein is an enzyme, an 
interferon, an interleukin, an immunoglobulin, or a hormone. 

241. (New) The composition of claim 237, wherein the protein is insulin. 
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242. (New) A pharmaceutical composition comprising: 

(i) a bilayer vesicle comprising; 
a phosphatidylcholine; and 

sodium cholate, wherein the sodium cholate destabilizes the vesicle, and 
wherein a macromolecule is bound to the surface of the vesicle; and 

(ii) an aqueous liquid medium. 

243. (New) The composition of claim 242 wherein the surface of the vesicle carries a net 
electric charge and wherein the macromolecule carries a net electric charge, and the net electric 
charge of the surface of the vesicle and the net electric charge of the macromolecule have the 
same sign. 

244. (New) The composition of claim 242 wherein the surface of the vesicle is negatively 
charged and wherein the macromolecule is negatively charged. 

245. (New) The composition of claim 242 wherein the macromolecule is a hormone. 

246. (New) The composition of claim 245 wherein the hormone is human recombinant 
insulin or humanized insulin. 

247. (New) The composition of claim 242 wherein the macromolecule is interleukin 
suitable for the use in humans or animals and is IL-2, IL-4, IL-8, IL-10, or IL-12. 

248. (New) The composition of claim 242 wherein the macromolecule is interferon alpha, 
beta or gamma. 

249. (New) The composition of claim 242 wherein the macromolecule is 
immunoglobulin (Ig) IgA, IgG, IgE, IgD or IgM. 

250. (New) The composition of claim 242 wherein the macromolecule is calcitonin. 
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251. (New) The composition of claim 242, wherein the phosphatidylcholine is from soy- 
bean. 

252. (New) The composition of claim 242, wherein the macromolecule is a protein. 

253. (New) The composition of claim 252, wherein the protein is an enzyme, an 
interferon, an interleukin, an immunoglobulin, or a hormone. 

254. (New) The composition of claim 253, wherein the hormone is insulin. 

255. (New) The composition of claim 242, wherein the macromolecule is a 
polynucleotide. 

256. (New) The composition of claim 242, wherein the macromolecule is a 
polysaccharide. 

257. (New) A liposomal composition obtained by the method comprising: 

(i) combining a phosphatidylcholine, sodium cholate, and an aqueous liquid medium 
under conditions sufficient to make a bilayer vesicle, wherein the sodium cholate destabilizes the 
vesicle; and 

(ii) allowing a macromolecule to bind to the surface of the vesicle. 

258. (New) The composition of claim 257, wherein the macromolecule is a protein. 

259. (New) The composition of claim 257, wherein the macromolecule is a 
polynucleotide. 

260. (New) The composition of claim 257, wherein the macromolecule is a 
polysaccharide. 
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261. (New) The composition of claim 258 wherein the protein is an enzyme, an 
interferon, an interleukin, an immunoglobulin, or a hormone. 

262. (New) The composition of claim 261, wherein the hormone is insulin. 

263. (New) The composition of claim 225 wherein the nonionic detergent is a long- 
chain fatty acid; a long-chain fatty alcohol; an alkyl-N- methylglucamide; an alkanoyl-N- 
methylglucamide; a polyethylen-glycol-octylphenyl ether; nonaethylenglycol-octylphenyl 
ether; a polyethylene-acyl ether; a nonaethylen-dodecyl ether; a polyethyleneglycol-isoacyl 
ether; an octaethyleneglycol-isotridecyl ether; a polyethylene-acyl ether; an 
octaethylenedodecyl ether; a polyethyleneglycol-sorbitane-acyl ester; polyethyleneglycol-20- 
monolaurate; polyethyleneglycol-20-sorbitan-monooleate; a polyhydroxyethylene-acyl ether; a 
polyhydroxyethylene-lauryl ether; a polyhydroxyethylenemyristoyl ether; a 
polyhydroxyethylene-cetylstearyl ether; a polyhydroxyethylene-oleoyl ether; a 
polyhydroxyethylene-4, or 6, or 8, or 10, or 12-lauryl ether; a Brij-type nonionic detergent; a 
Myrj-type nonionic detergent; a Triton nonionic detergent; apolyhydroxyethylene-8-stearate; a 
polyhydroxyethylene-laurate; polyhydroxyethylene-oleate; polyethoxylated castor oil 40; a 
sorbitan-monoalkylate; sorbitane-monolaurate; an acyl-N-methylglucamide; an alkanoyl-N- 
methylglucamide; decanoyl-N-methylglucamide; dodecanoyl-N-methylglucamide; or a 
surface-active polypeptide. 

264. (New) The composition of claim 225 wherein the nonionic detergent is a 
polyethyleneglycol-sorbitan-acyl ester, a Myrj- or a Brij-type nonionic detergent, a 
polyhydroxyethylene-8-stearate, a polyhydroxyethylene lauryl ether, a polyethylene-glycol- 
octylphenyl ether, a nonaethylenglycol-octylphenyl ether, a Triton nonionic detergent, or an -N- 
glucamide or a sorbitan-monoalkylate nonionic detergent. 

265. (New) The composition of claim 225, wherein the nonionic detergent is a 
polyethyleneglycol-sorbitan-acyl ester. 
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; 

266. (New) The composition of claim 265, wherein the polyethyleneglycol-sorbitan-acyl 
ester is polyethyleneglycol-20-sorbitan-monooleate or polyethyleneglycol-20-sorbitan- 
monolaurate. 

267. (New) The composition of claim 225 wherein the nonionic detergent is a Brij-type. 

268. (New) The composition of claim 225, wherein the nonionic detergent is a Myrj-type. 

269. (New) The composition of claim 225, wherein the Myrj-type nonionic detergent is 
Myrj-45. 

270. (New) The composition of claim 225, wherein the phosphatidylcholine is from soy- 
bean. 

271. (New) The composition of claim 225 wherein the surface of the vesicle carries a 
net electric charge and wherein the macromolecule carries a net electric charge, and the net 
electric charge of the surface of the vesicle and the net electric charge of the macromolecule 
have the same sign. 

272. (New) The composition of claim 225 wherein the surface of the vesicle is negatively 
charged and wherein the macromolecule is negatively charged. 

273. (New) The composition of claim 225 wherein the macromolecule is a hormone. 

274. (New) The composition of claim 273 wherein the hormone is human recombinant 
insulin or humanized insulin. 

275. (New) The composition of claim 225 wherein the macromolecule is interleukin 
suitable for the use in humans or animals and is IL-2, IL-4, IL-8, IL-10, or IL-12. 
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276. (New) The composition of claim 225 wherein the macromolecule is interferon alpha, 
beta or gamma. 

277. (New) The composition of claim 225 wherein the macromolecule is 
immunoglobulin (Ig) IgA, IgG, IgE, IgD or IgM. 

278. (New) The composition of claim 225 wherein the macromolecule is calcitonin. 

279. (New) The composition of claim 257, wherein the phosphatidylcholine is from soy- 
bean. 

280. (New) The composition of claim 257 wherein the surface of the vesicle carries a 
net electric charge and wherein the macromolecule carries a net electric charge, and the net 
electric charge of the surface of the vesicle and the net electric charge of the macromolecule 
have the same sign. 

281. (New) The composition of claim 257 wherein the surface of the vesicle is negatively 
charged and wherein the macromolecule is negatively charged. 

282. (New) The composition of claim 257 wherein the macromolecule is a hormone. 

283. (New) The composition of claim 282 wherein the hormone is human recombinant 
insulin or humanized insulin. 

284. (New) The composition of claim 257 wherein the macromolecule is interleukin 
suitable for the use in humans or animals and is IL-2, IL-4, IL-8, IL-10, or IL-12. 

285. (New) The composition of claim 257 wherein the macromolecule is interferon alpha, 
beta or gamma. 
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286. (New) The composition of claim 257 wherein the macromolecule is 
immunoglobulin (Ig) IgA, IgG, IgE, IgD or IgM. 

287. (New) The composition of claim 257 wherein the macromolecule is calcitonin. 
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